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Inderide® LA

(propranolol hydrochloride
and hydrochlorothiazide)
Long-Acting Capsules

No. 455—Each Inderide® LA 80/50 Capsule contains:
Propranolol hydrochloride

élnderal“ LA) 80 mg
Hydrochlorothiazide 50 mg
No. 457—Each Inderide® LA 120/50 Capsule contains:
Propranoloﬁ! hydrochloride

élnderal 120 mg
Hydrochlorothiazide . . 50mg
No. 459—Each Inderide’ apsule contains:
Propranolol hydrochloride

éln eral 160 mg
Hydrochlorothiazide . 50 mg

B only
DESCRIPTION
Inderide LA is indicated in the once-daily management of
hypertension.
Inderide LA combines two antihypertensive agents: Inderal
(propranolol hydrochloride), a beta-adrenergic receptor-
blocking agent, and hydrochlorothiazide, a thiazide diuret-
ic-antihypertensive. Inderide LA is formulated to provide a
sustained release of propranolol hydrochloride.
Hydrochlorothiazide in Inderide LA exists in a conventional
(not sustained-release) formulation.
Inderal (propranolol hydrochloride) is a synthetic beta-
adrenergic receptor-blocking agent chemically described
as 1-(Isopropylamino)-3-(1-naphthyloxy)-2-propanol
hydrochloride. Its structural formula is:
?H
OCH,CHCH,NHCH(CHg)

e

Propranolol hydrochloride is a stable, white, crystalline
solid which is readily soluble in water and ethanol. Its mol-
ecular weight is 295.81.

Hydrochlorothiazide is a white, or practically white, practically
odorless, crystalline powder. It is slightly soluble in water;
freely soluble in sodium hydroxide solution; sparingly soluble
in methanol; insoluble in ether, chloroform, benzene, and
dilute mineral acids. Its chemical name is 6-Chloro-3, 4-dihy-
dro-2H-1, 2, 4-benzothiadiazine-7-sulfonamide 1,1-dioxide.
Its structural formula is:
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Inderide LA contains the following inactive ingredients: cal-
cium carbonate, ethylcellulose, gelatin capsules, hydroxy-
propyl methylcellulose, lactose, magnesium stearate,
microcrystalline cellulose, sodium lauryl sulfate, sodium
starch glycolate, titanium dioxide, and D&C Yellow No. 10.
In addition, Inderide LA 80/50 mg and 120/50 mg
Capsules contain D&C Red No. 33; Inderide LA 120/50 mg
and 160/50 mg Capsules contain FD&C Blue No. 1 and
FD&C Red No. 40.

CLINICAL PHARMACOLOGY
Propranolol Hydrochloride (Inderal®)
Inderal is a nonselective, beta-adrenergic receptor-block-
ing agent possessing no other autonomic nervous system
activity. It specifically competes with beta-adrenergic
receptor-stimulating agents for available receptor sites.
When access to beta-receptor sites is blocked by Inderal,
the chronotropic, inotropic, and vasodilator responses to
beta-adrenergic stimulation are decreased proportionately.
Inderide LA Capsules (80/50, 120/50, and 160/50 mg)
release propranolol hydrochloride at a controlled and pre-
dictable rate. Peak propranolol blood levels following dos-
ing with Inderide LA occur at about 6 hours, and the
apparent plasma half-life is about 10 hours. Over a
24-hour period, propranolol blood levels are fairly constant
for about 12 hours, then decline exponentially. When mea-
sured at steady state over a 24-hour period, the areas
under the propranolol plasma concentration-time curve
(AUCs) for the capsules are approximately 60% to 65% of
the AUCs for a comparable divided daily dose of Inderal
Tablets. The lower AUCs for the capsules are due to
greater hepatic metabolism of propranolol resulting from
the slower rate of absorption of propranolol.
Inderide LA should not be considered a simple mg-for-mg
substitute for conventional Inderide Tablets, and the pro-
pranolol blood levels achieved do not match (are lower
than) those of twice-daily dosing of Inderide Tablets with
the same dose. When changing to Inderide LA from con-
ventional Inderide Tablets, a possible need for retitration
upwards should be considered.
The mechanism of the antihypertensive effect of propran-
olol has not been established. Among the factors that may
be involved in contributing to the antihypertensive action
are: (1) decreased cardiac output, (2) inhibition of renin
release by the kidneys, and (3) diminution of tonic sympa-
thetic nerve outflow from vasomotor centers in the brain.
Propranolol hydrochloride decreases heart rate, cardiac out-
put, and blood pressure. Although total peripheral vascular
resistance may increase initially, it readjusts to or below the
pretreatment level with chronic usage. Effects on plasma vol-
ume appear to be minor and somewhat variable. Inderal has
been shown to cause a small increase in serum potassium
concentration when used in the treatment of hypertensive
patients.
Beta-receptor blockade is useful in conditions in
which, because of pathologic or functional changes,
sympathetic activity is excessive or inappropriate,
and detrimental to the patient. But there are also situ-
ations in which sympathetic stimulation is vital. For
example, in patients with severely damaged hearts,
adequate ventricular function is maintained by virtue
of sympathetic drive, which should be preserved. In
the presence of AV block, beta blockade may prevent
the necessary facilitating effect of sympathetic activi-
1y on conduction. Beta blockade results in bronchial
constriction by interfering with adrenergic bron-
chodilator activity, which should be preserved in
patients subject to bronchospasm.
The proper objective of beta-blockade therapy is to
decrease adverse sympathetic stimulation, but not to
the degree that may impair necessary sympathetic
support.
Hydrochlorothiazide
Hydrochlorothiazide is a benzothiadiazine (thiazide)
diuretic closely related to chlorothiazide. The mecha-
nism of the antihypertensive effect of the thiazides is
unknown. Thiazides usually do not affect normal
blood pressure.
Thiazides affect the renal tubular mechanism of elec-
trolyte reabsorption. At maximal therapeutic
dosage, all thiazides are approximately equal in their
diuretic efficacy.
Thiazides increase excretion of sodium and chloride
in approximately equivalent amounts. Natriuresis
causes a secondary loss of potassium and bicar-
bonate.
Onset of diuretic action of thiazides occurs in 2
hours, and the peak effect in about 4 hours. Its
action persists for approximately 6 to 12 hours.
Thiazides are eliminated rapidly by the kidney. The
hydrochlorothiazide in Inderide LA is a conventional
(not sustained-release) formulation.
INDICATIONS AND USAGE
Inderide LA is indicated in the management of
hypertension.

This fixed-combination drug is not indicated for
initial therapy of hypertension. Hypertension
requires therapy titrated to the individual patient.
If the fixed combination represents the dosage so
determined, its use may be more convenient in
patient management. The treatment of hyperten-
sion is not static, but must be reevaluated as con-
ditions in each patient warrant.
CONTRAINDICATIONS
Propranolol Hydrochloride (Inderal®)
Propranolol is contraindicated in: 1) cardiogenic shock; 2)
sinus bradycardia and greater than first-degree block; 3)
bronchial asthma; 4) congestive heart failure (see
“WARNINGS"”), unless the failure is secondary to a tach-
yarrhythmia treatable with propranolol.

Hydrochlorothiazide

Hydrochlorothiazide is contraindicated in patients with
anuria or hypersensitivity to this or other sulfonamide-
derived drugs.

WARNINGS

Propranolol Hydrochloride (Inderal®)

Cardiac Failure: Sympathetic stimulation may be a vital
component supporting circulatory function in patients with
congestive heart failure, and its inhibition by beta blockade
may precipitate more severe failure. Although beta block-
ers should be avoided in overt congestive heart failure, if
necessary, they can be used with close follow-up in
patients with a history of failure who are well compensated
and are receiving digitalis and diuretics. Beta-adrenergic
blocking agents do not abolish the inotropic action of digi-
talis on heart muscle.

In Patients Without a History of Heart Failure, continued
use of beta blockers can, in some cases, lead to cardiac
failure. Therefore, at the first sign or symptom of heart fail-
ure, the patient should be digitalized and/or treated with
diuretics, and the response observed closely, or propra-
nolol should be discontinued (gradually, if possible).

In Patients With Angina Pectoris, there have been
reports of exacerbation of angina and, in some
cases, myocardial infarction, following abrupt dis-
continuance of propranolol therapy. Therefore, when
discontinuance of propranolol is planned, the dosage
should be gradually reduced and the patient carefully
monitored. In addition, when propranolol is pre-
scribed for angina pectoris, the patient should be
cautioned against interruption or cessation of therapy
without the physician’s advice. If propranolol therapy
is interrupted and exacerbation of angina occurs, it
usually is advisable to reinstitute propranolol therapy
and take other measures appropriate for the manage-
ment of unstable angina pectoris. Since coronary
artery disease may be unrecognized, it may be pru-
dent to follow the above advice in patients consid-
ered at risk of having occult atherosclerotic heart dis-

ease who are given propranolol for other indications.

Thyrotoxicosis: Beta blockade may mask certain clinical
signs of hyperthyroidism. Therefore, abrupt withdrawal of
propranolol may be followed by an exacerbation of symp-
toms of hyperthyroidism, including thyroid storm.
Propranolol does not distort thyroid function tests.

In Patients With Wolff-Parkinson-White Syndrome, several
cases have been reported in which, after propranolol, the
tachycardia was replaced by a severe bradycardia requir-
ing a demand pacemaker. In one case this resulted after an
initial dose of 5 mg propranolol.

Major Surgery: The necessity or desirability of withdrawal
of beta-blocking therapy prior to major surgery is contro-
versial. It should be noted, however, that the impaired abil-
ity of the heart to respond to reflex adrenergic stimuli may
augment the risks of general anesthesia and surgical pro-
cedures.

Nonallergic Bronchospasm (e.g., chronic bronchitis,
emphysema): PATIENTS WITH BRONCHOSPASTIC DIS-
EASES SHOULD, IN GENERAL, NOT RECEIVE BETA
BLOCKERS. Inderal should be administered with caution
since it may block bronchodilation produced by endoge-
nous and exogenous catecholamine stimulation of beta
receptors.

Diabetes and Hypoglycemia: Beta-adrenergic blockade
may prevent the appearance of certain premonitory signs
and symptoms (pulse rate and pressure changes) of acute
hypoglycemia in labile insulin-dependent diabetes. In these
patients, it may be more difficult to adjust the dosage of
insulin. Hypoglycemic attacks may be accompanied by a
precipitous elevation of blood pressure in patients on
propranolol.

Propranolol therapy, particularly in infants and children,
diabetic or not, has been associated with hypoglycemia
especially during fasting as in preparation for surgery.
Hypoglycemia also has been found after this type of drug
therapy and prolonged physical exertion and has occured
in renal insufficiency, both during dialysis and sporadically,
in patients on propranolol.

Acute increases in blood pressure have occurred after
insulin-induced hypoglycemia in patients on propranolol.
Hydrochlorothiazide

Thiazides should be used with caution in severe renal dis-
ease. In patients with renal disease, thiazides may precipi-
tate azotemia. In patients with impaired renal function,
cumulative effects of the drug may develop.

Thiazides should also be used with caution in patients with
impaired hepatic function or progressive liver disease,
since minor alterations of fluid and electrolyte balance may
precipitate hepatic coma.

Thiazides may add to or potentiate the action of other anti-
hypertensive drugs. Potentiation occurs with ganglionic or
peripheral adrenergic-blocking drugs.

Sensitivity reactions may occur in patients with a history of
allergy or bronchial asthma. The possibility of exacerbation
or activation of systemic lupus erythematosus has been
reported.

PRECAUTIONS

General

Propranolol Hydrochloride (Inderal®)

Propranolol should be used with caution in patients with
impaired hepatic or renal function. Propranolol is not indi-
cated for the treatment of hypertensive emergencies.
Beta-adrenoreceptor blockade can cause reduction of
intraocular pressure. Patients should be told that propra-
nolol may interfere with the glaucoma screening test.
Withdrawal may lead to a return of increased intraocular
pressure.

Risk of anaphylactic reaction: While taking beta blockers,
patients with a history of severe anaphylactic reaction to a
variety of allergens may be more reactive to repeated chal-
lenge, either accidental, diagnostic, or therapeutic. Such
patients may be unresponsive to the usual doses of epi-
nephrine used to treat allergic reaction.
Hydrochlorothiazide

All patients receiving thiazide therapy should be observed
for clinical signs of fluid or electrolyte imbalance, namely:
Hyponatremia, hypochloremic alkalosis, and hypokalemia.
Serum and urine electrolyte determinations are particularly
important when the patient is vomiting excessively or
receiving parenteral fluids. Medication such as digitalis
may also influence serum electrolytes. Warning signs irre-
spective of cause are: Dryness of mouth, thirst, weakness,
lethargy, drowsiness, restlessness, muscle pains or
cramps, muscular fatigue, hypotension, oliguria, tachycar-
dia, and gastrointestinal disturbances such as nausea and
vomiting.

Hypokalemia may develop, especially with brisk diuresis,
when severe cirrhosis is present or during concomitant
use of corticosteroids or ACTH.

Interference with adequate oral electrolyte intake will also
contribute to hypokalemia. Hypokalemia can sensitize or
exaggerate the response of the heart to the toxic effect of
digitalis (e.g., increased ventricular irritability).
Hypokalemia may be avoided or treated by use of potassi-
um supplements, such as foods with a high potassium
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